FOOD AND DRUG ADMINISTRATION
COMPLIANCE PROGRAM GUIDANCE MANUAL

PROGRAMl 7346.832 |

CHAPTER 46 — NEW DRUG EVALUATON

SUBJECT:
PRE- APPROVAL | NSPECTI ONS /

I NVESTI GATI ONS

* REVISION: September 2003 revisions to the PAI inspection categories in Part Il and | COMPLETION DATE
Attachment B only. (Other material from 1994 issuance has not been updated

IMPLEMENTATION DATE

Upon recei pt

)*

Cont i nui ng

DATA REPORTING

PRODUCT CODES

PRODUCT/ASSIGNMENT CODES

Use appropriate product codes.

( SEE BELOW

PROGRAM ASSI GNVENT CODES

40832 NDA Pr e- Appr oval
Pr oduct s)
42832 NDA Pr e- Appr oval

| nspecti ons

| nspecti ons

i ncl udi ng ur oki nase)
42R806 Foreign I nspections (NDA, BLA where CBER is

the | ead center)
46832 NDA Pr e- Appr oval

52832 ANDA Pr e- Appr oval

* Cur r ent changes*

(Bacterial & Allergenic

(Bi ol ogi cal products

| nspecti ons/ Met hods Val i dati on
46832B NDA Forensic Sanple Collection/Analysis
46R806 Forei gn I nspections (NDA)
| nspecti ons/ Met hods Val i dati on
52832B ANDA Forensic Sanple Collection/Analysis
52832C ANDA Bi otest Sanpl e Col |l ection/ Anal ysi s
52R806 Forei gn I nspections (ANDA)
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PROGRAM | 7346.832

FI ELD REPORTI NG REQUI REMENTS

1. Inspectional

A. The District Director or person acting in this position
must submt a witten response to the Division of
Manuf acturi ng and Product Quality within 10 cal endar days.
Their response should list their concurrence with the
approval of each NDA/ ANDA or state the reasons why
approval should not be granted. This will be in response
to a witten CDER request. The response should al so
include a listing of all pre-approval sanples collected,
including forensic (and biotest facility) and nethod
validation or verification sanples, or if not collected,
reasons for such non-collection.

B. Forward all violative Establishnment |nspection Reports
(EIRs) to HFD-300, Attention: Investigations and
Conpl i ance Eval uation Branch, with a recomendation to
wi t hhol d NDA/ ANDA approval and full docunentation of non-
conpliance with CAGWw regul ations. Such EIRs are to be
submtted within 30 days after conpletion of the
i nspecti on.

C. Submt a sunmmary of findings and district reconmendati ons,
via EMS/ FAX, to HFD-324 within 10 days after conpletion of
the inspection. Districts nust not wait for conpletion of
i nspection reports before notifying the Center of the
District's reconmendati on about the approval of an
application. Therefore, use the FDA-483 and the judgenent
of highly trained enpl oyees as the basis for the

District's recommendati on. |f the recormendation is to
concur with approval, no further docunmentati on need be
sent .

Districts should closely nonitor corrections made by firns
for those conditions deened unacceptable. Reinspections
of firms should be conpleted within 30 days of a firms
certification, indicating the problens have been
corrected.

D. Special tinme frames apply in IND inspections. Assignnents
identified as "Treatnent IND' or "Treatnent Protocol”
i nspections nmust be conpleted within 10 cal endar days of
receipt.

E. Districts are required to update pronptly the firmprofile
in accordance with Chapter 15, GAMQAP Manual when
i nspections are conduct ed.

- -
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PROGRAM | 7346.832

F. Sone products such as urokinase products, bl ood bags
wi th anticoagul ant, and pl asna vol une expander, are
under the jurisdiction of the Center for Biologics
Eval uati on and Research. All assignhnments covering
t hese products will issue from CBER, Division of
| nspections and Surveillance, Biological Product
| nspections Branch (HFM 655) and all reporting will be
forwarded to HFM 655.

2. Laboratory

A. Forward all |aboratory reports on NDA and ANDA net hod
validations to the CDER unit that requested the
val idation. Forward any | aboratory exam nation results,
i ncluding forensic, to the hone district of the
application's sponsor for regulatory consideration.

B. Wrksheets covering sanpl es anal yzed under this program
are to be forwarded to the hone district. Forensic
sanpl es and copi es of worksheets for such sanples found to

be in conpliance will be stored in an orderly and
retrievabl e fashion by the designated anal yzi ng
| aboratory. This will enable conplete and accurate

conpari son of results on sanples collected during the pre-
approval inspection to the biotest sanples, innovator
sanpl es, and post-approval sanples collected at a | ater
dat e.

C. Report suspicious |laboratory results, indicating possible
fraudul ent preapproval sanples, to the hone district and
to HFD- 324 as soon as possi bl e.

D. For CBER assignnents, forward results to HFM 655.
3. Ceneral

Each district rnust appoint a Pre-Approval Program Coordi nator
who is responsible for nonitoring this program A list of
current coordinators will be naintained by the Division of
Field Investigations, Investigations Branch (HFC 132).
Therefore, each region will submt nanes of coordinators to
FI S.

- -
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PART | - BACKGROUND

The Food, Drug, and Cosnetic Act provides that FDA rmay approve a
New Drug Application (NDA) or an Abbreviated New Drug Application
(ANDA) only if the methods used in, and the facilities and
controls used for, the manufacture, processing, packing, and
testing of the drug are found adequate to ensure and preserve its
identity, strength, quality, and purity.

The applicant is required to submt information in the NDA/ ANDA
to the Center for Drug Eval uati on and Research (CDER), which
cont ai ns anong ot her things a nmethod of analysis and details as
to how the firm proposes to manufacture, and control the
manuf act ure, of the product which is the subject of the
application. This information is reviewed by CDER scientists
(chem sts, mcrobiologists, etc.) to determ ne whether the
specifications in the application neet the agency's standards.
The District(s) exam ne the adequacy of the firnms' facilities
froma CAGW standpoint and audit the information submtted in the
appl i cation.

Thus, in summary, CDER s role in the preapproval process is to
review data submitted to the agency as part of pre-narket new
drug applications and generic drug applications, and establish
specifications for the manufacture and control of the resulting
drug product based on the submtted data. The Districts' role is
to assure CGAW conpliance, verify the authenticity and accuracy
of the data contained in these applications, and report any other
data which may inpact on the firmis ability to nmanufacture the
product in conpliance with GW' s.

This programis designed to provide close inspectional and

anal ytical attention to the authenticity and accuracy of data in
applications and to provide information regarding facilities.
Such coverage is necessary to assure that applications are not
approved if the applicant has not denonstrated an ability to
operate with integrity and in conpliance with all applicable
requi renents. This program defines the roles of District

i nvestigators and anal ysts and CDER scientists in the preapproval
process and expects a high | evel of direct comrunication between
each group

TRANMITTALNO  [09/2003] (Part T — 1 page)
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PART |1 - | MPLEMENTATI ON

OGBJECTI VE

The objective of this continuing conpliance programis to assure
that establishments involved in the manufacturing, testing, or

ot her mani pul ati on of new drug dosage forms and new drug
substances are audited: 1.) through on-site inspections for
conpliance with CGWs 2.) for conformance with application
commtnments 3.) to assure data is authentic and accurate, and
4.) through | aboratory testing of products, including evaluations
of the adequacy of anal ytical nethodol ogy.

Bot h foreign and domestic establishnents are covered by this
program Such coverage is intended to be consistent to the extent
possi bl e.

Thi s program provi des gui dance for establishnment inspections and
related investigations, and for |aboratory eval uations of nethods
of anal ysis proposed by applicants in NDA and ANDA subm ssi ons.
FDA managenent has determ ned that these District activities are
essential parts of the application approval process providing an
"authenticity check" for the data submitted for review by CDER
scientists. The program describes the different but conplenentary
roles of District and CDER personnel. It also includes program
contacts in the CDER application review offices, and in each
District, to provide an efficient nmeans for the responsible
District investigators/analysts and CDER chem sts to quickly and
easily communi cate with each other. The program al so provi des

gui dance for both headquarters and field initiated pre-approval

i nspecti ons.

PROGRAM MANAGEMENT | NSTRUCTI ONS

Before any application' is approved by the Center for Drug

Eval uati on and Research, a determination will be nade whether al
establishments that will participate in the manufacture,
packagi ng or testing of the finished dosage form or new drug
substance are in conpliance with CGW and application
commtnments. This determ nation may be made by conducti ng
pre-approval inspections. Mthod validations, nethod
verifications, and forensic analyses will be performed to confirm
the authenticity of the pre-approval product and to ensure that
it can be accurately assayed with the proposed regul atory

nmet hods. Post-approval inspections will nonitor and enforce

1 "ppplication" as used in this program means NDA, ANDA,

Antibiotic Drug Application or Abbreviated Antibiotic Drug
Application and their suppl enments.

* Cur r ent changes
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t hese requirenents.

CDER wi | | request inspections in accordance with pre-established
criteria. Optional preapproval inspections may be perforned by
the District(s) where circunstances warrant. Every effort wll be
made to assure that the inspections are conpleted and reported in
the time frames given in the ORA new drug approval managenent

pl an.

District objectives and responsibilities in conducting
pre-approval inspections,conpared with the responsibilities
assigned to CDER scientists, are set forth below Note: It
critical that the District(s) conduct the pre-approval

i nspections pronptly and report the results specifically to CDER
within the tine frames required by this programso that an agency
deci si on can be made on the approvability of the application. The
itens identified with an asterisk will no | onger be required to
be submtted to the application. These itens will be evaluated in
the plant by the field investigator as part of CGW inspection of
the facility. The exception is with regard to the validation of
sterile processes. In such instances, it will continue to be
required that the validation data and associated information be
submtted to the application for review by a CDER m crobi ol ogi st
(refer to the section on Product (CGW) Controls bel ow).

is

o Biobatch Manufacturing: Inspection to determ ne the
establishment™s conpliance with CGW requirenents,
including a data audit of the specific batches upon which
the application is based (e.g. pivotal clinical
bi oavai |l ability, bioequival ence, and stability) is a Field
responsi bility. CDER scientists are responsible for the
revi ew and eval uation of the records and data submtted in
t he application, including the conponents, conposition,
bat ch instructions, in-process and finished product test
poi nts and specifications established for the resulting
drug product.

o Manufacture of Drug Substance(s): Inspection to determn ne
CGWP conpliance of the establishnment is a Field
responsi bility. CDER chem sts are responsible for the
scientific review and eval uation of the records and data
associated with the manufacture of the active drug
substance submitted in the application or a properly
referenced Type Il Drug Master File. The review w ||
include starting materials, key internedi ates, reagents
and solvents. CDER reviewers are al so responsible for the
review of process validation required for the
manuf act uri ng of bi ot echnol ogi cal and certain natural
subst ances.

* Cur r ent changes
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o Excipients Manufacture: The manufacture of nove
excli pients may be provided in an application or supporting
DMF. Typically these excipients are non-conpendi al, and
are used in specialized dosage forns and drug delivery
systens. CDER chem sts are responsible for the scientific
reviews and eval uation of the records and data associ at ed
wi th the manufacture of these novel excipients. The review
will include starting materials, key internediates,
reagents and sol vents. CGW inspections by the Field
usually wll be performed upon request from CDER

o Raw Materials (CAGW Controls): Inspection of the
establishnment for the drug substance and review of data on
raw materials to determ ne conpliance with CGW
requirenents is a Field responsibility.

o Raw Materials (Tests, Methods and Specifications): Audit
of the data submtted for CDER review in the application
is a Field responsibility. CDER chem sts are responsible
for the scientific review of the associ ated dat a,
eval uations of the adequacy of the submtted data, and the
ulti mate approval of the tests, nmethods and specifications
established for the raw materials in the application.

o Conposition and Formnul ati on of Fini shed Dosage Form Audit
of the data submtted for CDER review in the application
is a Field responsibility. CDER reviewers are responsible
for the scientific review of the conposition and
formulation to determne, qualitatively and
guantitatively, the acceptability of the information
submtted in the application.

o Container/Cd osure Systen(s): CDER is responsible for the
scientific review of the container/closure systens to be
used to package the drug product as indicated in the
application. The field my audit this data.

o Labeling and Packagi ng Controls: Inspection to determ ne
the establishnment's conpliance with CGW requirenents and
audit of the data submtted for CDER review in the
application is a Field responsibility.

o Labeling and Packagi ng Materials: CDER reviewers are
responsi ble for the scientific review of the |abeling and
packagi ng conponents associated with the drug product.

o0 Laboratory Support of Methods Validation: Upon CDER
request, field laboratory analysts wll conduct |aboratory
validation of the anal ytical nethods proposed by the
applicant. CDER | aboratories may participate in certain

* Cur r ent changes
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i nstances (AADA validations, etc.). CDER chem sts are
responsi bl e for the review and acceptance/rejection of the
anal ytical nmethods based on the | aboratory results and the
est abl i shed specifications. Contacts between field

| aboratory anal ysts and the applicant will include the
CDER chem st.

o Product (CGw) Controls: Inspection of the establishnent
to determ ne conpliance with CGW requirenents, and review
and audit of the data furnished to CDER in the application
is afield responsibility. CDER scientists will request
information on sterile processes, e.g. laboratory controls
for environnmental nonitoring, sterile fill operations, and
eval uation and reduction of mcrobial contam nation, to be
submtted to the application for CDER revi ew

o Product Tests, Methods and Specifications: Audit of the
data submtted for CDER review in the application is a
Field responsibility. CDER is responsible for the
scientific review of the associated data, and the ultimte
approval of the tests, nethods and specifications
established for the drug product in the application. The
field will advise the Center when it finds a questionable
speci fication.

0 Product Stability: Inspection of the establishnment to
determ ne conpliance with CGW requirenents and to conduct
an audit of the data furnished to CDER in the application
is a Field responsibility. This requirenment applies to
both the rel evant preapproval batches, as di scussed above,
and the proposed comrerci al batches. CDER application
review chem sts are responsible for review of the proposed
drug product stability protocol, specifications, and
eval uation of the data submtted in support of the
expiration dating period proposed for the drug product in
t he application.

o Conparison of the Rel evant Preapproval Batch(es) and
Proposed Commerci al Production Batches: CDER chem sts are
responsi bl e for the conparison of the formulation,
manuf acturing instructions and associ ated in-process and
finished product tests and specifications established for
the rel evant preapproval batch(es) with the proposed
commerci al production batch to determ ne the acceptability
of the firm s proposed scal e-up procedure.

The field will conpare the process used to nmake the pre-
approval batches with the actual process used to

manuf acture the validati on batches. Significant
differences in these processes wll be evaluated by CDER s
O fice of Conpliance to determ ne whether the differences

* Cur r ent changes
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constitute fraud, and by the reviewing officers to
determ ne whether differences in the processes will affect
the safety and effectiveness of the resulting product.

o Facilities, Personnel, Equipnent Qualification: Review of
the information and i nspection of the establishnment to
determ ne conpliance with CGW requirenents is a Field
responsi bility.

o Equi pnent Specification(s): Audit of the data submtted
for CDER review in the application is a Field
responsibility. CDER scientists are responsible for the
revi ew of equi pnment specifications furnished to the Center
in the application.

o Packaging and Labeling (CGw Control s): Review of the
controls information and inspection of the establishnment
to determ ne conpliance with CGW requirenents is a Field
responsi bility.

o Process Validation: Inspection of the establishnent to
determ ne conpliance with CGW requirenments and adherence
to application requirenents is a Field responsibility. See
Part V, "2. PROCESS VALIDATION." CDER may request data to
support validation of sterile processing operations, e.g.
environmental nonitoring, equipnment validation, sterile
fill validation, and associated sterile operations.

0 Reprocessing: Inspection of the establishnent to determ ne
conpliance with CGW requirenents and to conduct an audit
of the data submtted to the Center in the application
is a Field responsibility. CDER application review
chem sts are responsible for review of reprocessing
protocol s proposed in the application. Al reprocessing
procedures nust be validated and/or scientific data nust
be available to justify the reprocessing procedure. The
field will audit the validation of these procedures.

o0 Ancillary Facilities: Review of this information is a
Field responsibility. Upon CDER request or in D strict
managenent's judgenent, ancillary facilities (contract
testing | aboratories and contract packagers and | abel ers)
will be inspected to determ ne conpliance with CGW
requi renents. The name, address and function of each
ancillary facility will be indicated in the drug
application, and CDER w || revi ew bi ol ogi cal and
I mmunol ogi cal test nmethods and results submitted. These
facilities shall also provide a certification in the drug
application regarding conpliance with the conditions of
approval of the application.

* Cur r ent changes

TRANMITTALNO  [09/2003] (Part 11 — 9 pages)
FORM FDA 2438, (electronic-02/2003) Page 9 of 46



PROGRAM | 7346.832

Agency managenent has determ ned that the CDER application review
process, and the Districts' CGW inspection and application data
audit activities, can be coordinated to inprove the efficiency of
t he preapproval process by encouragi ng CDER application

reviewers, and District investigators and anal ysts to consult

wi th each other in the course of carrying out their mutual
responsibilities.

Accordingly, District investigators and anal ysts who have
guestions to discuss with CDER scientists assigned to
applications should call the individual whose nanme appears on the
District assignnent, or when the CDER reviewer is unknown, to

call the appropriate CDER contact who will |ocate the
i ndi vi dual (s) assigned to the application(s) in question and
arrange for themto return the call. Simlarly, CDER application

reviewers who wi sh to communi cate with investigators and anal ysts
perform ng inspections and | aboratory investigations related to
the application they have under revieww || call the preapproval
program contact in the appropriate District for assistance in

| ocating the assigned District investigator(s)/analyst(s). (See
Part VI for a list of CDER and District programcontacts.)

STRATEGY FOR ASSI GNI NG | NSPECTI ONS

The strategy for assigning inspection requests for preapproval

i nspections has been divided into two categories, (1) categories
that will regularly pronpt an inspection request, and (2)
categories when the district office my elect to perform an

i nspecti on.

A. The follow ng categories will regularly pronpt a preapproval
or CAWP inspection request from CDER O fice of Conpliance.
It is anticipated that the inspections will be conducted
except when ORA Field offices recomend the inspection need
not be conpl et ed:

1. New nol ecular entities (NMEs) (includes finished drug
product and the active pharmaceutical ingredient)

Priority NDAs
First application filed by an applicant
For - Cause i nspection

For original applications, if the current CGQW status
IS unacceptable or greater than 2 years

For certain pre-approval supplenents, such as site
change or major construction, if the CGW status is
unaccept abl e

AN LA

o

* Cur r ent changes
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7. Treatnment |IND inspections

8. Information is available to CDER indicating that an
i nspection of a clinical supplies manufacturer is
warranted to protect the health of patients

B. The district office will have the opportunity to determ ne
if a preapproval inspection is warranted for the follow ng
categories. ORA will be queried on the need to conduct a
preapproval inspection via the "10 day status" request
process in EES.

1. Al original applications not |isted above
2. Al preapproval supplenents not |isted above

C. Currently, COER will request a 10-day status report for CBE
suppl enents. Districts should use their know edge of the
firmto assess the need for a pronpt inspection of the
facility. Districts may also, at their discretion, assign
and conduct inspectional audits above and beyond those for
whi ch they receive specific headquarters assi gnnent.

* Cur r ent changes
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10 DAY NOTI FI CATI ON

As specified under the strategy for assigning inspections, for
firms not assigned inspections by headquarters, CDER Ofice of
Compl i ance, through EES, wll <consult the districts prior to
approvi ng each application. The districts will respond within 10
cal endar days to these requests with a reconmmendation relating to
such approval s. The response will be one of three options:
recommend approval, recomrend-w thhol di ng approval, or recomrend
delay until a pre-approval inspection can be conducted. The
responses wll be based on results of any already conpleted
district inspections or other information that should be
consi dered by CDER before approval.

Not e Recommendations to wi thhol d approval of an application nust
include specific justification for CDER consideration. CDER wi ||
not w thhold approval where sufficient justification is |acking.
For NDAs, any decision to inspect nust take into account the
application’s PDUFA date.

| NVESTGATI ONAL DRUGS

| nspections will be requested by the Center when:

1. The INDis a Treatnent IND or Treatnent Protocol (21 CFR
312. 34 and 312. 35.

2. There is information available to the Center for Drug
Eval uation and Research indicating that inspection is
warranted to protect the health of patients.

For Treatnment INDs and Treatnent Protocols, treatnment nmay begin
30 days after subm ssion of the application unless placed on
“clinical hold.” In order to adequately protect patients' health,
a conprehensive evaluation nust be conducted within this 30-day
period. Consequently, Districts nust conplete inspections and
provi de recommendations within 10 cal endar days after receipt of
assi gnnents.

Districts should identify commercial manufacturing facilities

t hat produce clinical supplies for use by other research
facilities in the performance of clinical trials. These
comercial facilities should be inspected periodically as
resources allow, using CGGV 56002 as a guide, in order to assure
gl obal CGWP conpliance. Manufacturing facilities that produce
clinical supplies for their own use should be covered on a for
cause basis only. Refer to the FDA's March 1991 *“Cuideline on
Preparation of Investigational New Drug Products.

* Cur r ent changes
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Bi oequi val ence Testing Facilities (Biolabs)

Sanples of the test articles retained by biolabs will be
collected routinely in accordance with the instructions in Part
1l Inspection - Section G, under the subsection on "Biotest
Facility Sanples". However, under this program inspections of
facilities conducting bioequival ence/ bioavailability studies

will be initiated as a followup to discrepancies discovered from
FDA | aboratory exam nation of such bioretention sanpl es and/or
fromthe District's pre-approval inspectional coverage of

bi o- bat ch manufacture and testing.

Speci fic guidance for conducting these for-cause inspections nust
be obtained through direct contact wwth the D vision of
Scientific Investigations, Cinical Investigations Branch, before
initiating the inspection. These inspections are specialized and
need careful direction to ensure that the inspectional efforts
are maxi m zed. The instructions under Conpliance Program
7348.001 (In Vivo Bi oequival ence) apply however, this coverage is
distinct fromthat where inspections of facilities/studies are
requested in conjunction with headquarters' reviews of

bi ost udi es. Those inspections are requested by headquarters to
val i dat e bi oequi val ence clains, or where the facility is unknown
to the agency, or where there are gross problens, fraud, or
suspected conspiracy.

Wi | e CP7348. 001 shoul d be revi ewed, resources should be charged
to the appropriate pre-approval program assi gnnent code.

District Responsibilities

The Act requires the Agency to review applications wthin a
certain period, and prescribes the specific grounds for

wi t hhol di ng approval. District inspections and investigations are
an i nherent part of the agency's preapproval eval uation process,
and nust be conducted according to these statutory requirenents.
Therefore, Districts are responsible for tinely responses to
headquarters assignnents, and District recommendati ons to del ay,
wi thhol d or grant approval nust provi de adequate, docunented
grounds consistent with the Act, and nust be fairly and equitably
appl i ed.

It is expected that any District conclusion or recomrendation
carries the approval of the District Drector.

* Cur r ent changes

TRANMITTALNO  [09/2003] (Part 11 — 9 pages)
FORM FDA 2438, (electronic-02/2003) Page 13 of 46



PROGRAM | 7346.832

PART 111 - 1 NSPECTI ONAL

Oper ati ons

A. Inspection Team

At local District option, and/or CDER option, or where speci al
expertise or other unique considerations warrant, inspection
teans will be enpl oyed.

| nspection teans nmay consist of investigators, analysts,

engi neers, and/or conmputer experts, as appropriate. The

i ndi vidual s must be highly skilled in drug manufacturing and
anal ytical technology. For exanple, these experts are
typically the ones assigned to i nspect new operations and to
i nspect highly conplex systens that have produced products
that failed specifications.

| nvestigators, or inspection teans, performng inspections/
data audits, and the anal yst validating/verifying the
proposed net hod shoul d comruni cate with the CDER chem st or
ot her scientist assigned to the application whenever issues
or questions arise which nay be of nutual concern. (See Part
VI for CDER contacts.)

B. Inspections/Audits

1. Mnufacturing Process

a) Drug Product (Dosage Form

In many cases, clinical production or trial runs of a new
drug are produced in facilities other than the ones used
for full scale production. The facilities and controls
used for the manufacture of the batch(es)? nmust be

audi ted. For a generic drug product, the biobatch(es) are
required to be manufactured in production facilities,
usi ng production equi prment, by production personnel, and
the facility is to be in conformance with CGW' s. Accurate
docunentation is essential so that the production process
can be defined and related to the batch(es) used for the
early clinical, bioavailability, or bioequival ence studies
of new drug or generic drug products.

2
the originator/reference product to establish their equival ence.

Generic product biobatches are ANDA batches that are conpared to

bi obat ches are NDA bat ches conparing the product planned for marketing

with that studied during clinical trials to establish their
equi val ence.
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FDA has al so published gui dance for conpliance with GWs
for the production of investigational drugs. Refer to
this docunent for added assi stance.

The batch records submitted in the application nust be
audited as part of the inspection to assure that the
proposed production process is the process that was used
for the manufacture of the bio/stability batches. Sone
manuf acturers have historically made small batches that
were used for biostudies and stability studies and

m srepresented them as | arger batches in subm ssions.
Docunent ati on sonetines has included R&D not ebooks and/ or
batch records. |Inventory records and/or receiving records
of drug substances have been found to be of value in
docunenting the accountability of drug substances used in
the early batches.

b) Drug Substance (Bul k Drug Chem cal)

The "Quide to Inspection of Bulk Pharmaceutical Chem cal
Manuf act uri ng" and Conpliance Program 7356. 002F coveri ng
Bul k Pharnmaceuti cal Chem cal s should be used for gui dance
for inspections covering bul k drug chem cal manufacturing
processes. Refer to Part V for a discussion of validation
requirenents.

2. Reprocessing

The GVP regul ations require reprocessing procedures to be
witten, and it is customary but not required that

NDAs/ ANDAs contain procedures covering foreseeabl e

devi ations from physi cal specifications (e.g., color,
capped tablets, deviations from hardness specifications,
etc.).

| f the NDA/ ANDA contains a reprocess provision, the
appl i cant nust produce scientific data to establish that
the procedure will result in a product that is equival ent
to the original product.

3. Laboratory

Laborat ory equi pment and procedures nust be qualified and
val i dated. Every NDA/ ANDA inspection will include an
eval uation of |aboratory controls and procedures, and an
audit of sonme of the raw data used to generate results.
This data nmay be located in research and devel opnent test
|l ogs. The authenticity and accuracy of data used in the
devel opment of a test method should be reviewed. Use the
Guide to Inspection of Pharmaceutical Quality Control
Laboratories, July 1993, for inspectional criteria when
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covering | aboratory operations.
4. Conponents

The supplier and source of the active drug substance used
in the manufacturing of the biobatch and/or clinical batch
shoul d be identified.

When a manuf acturer changes suppliers of drug substance
fromthat used for the manufacture of the bio-batch or
clinical batches, then the application should include data
denonstrating that the dosage forns produced fromthe drug
substances fromthe two different suppliers are equival ent
in ternms of conformance with established specifications,

i ncluding those stated in the application. The data used
to determ ne the adequacy of the physical specifications
establi shed for the subsequent suppliers(s) of the drug
substance shoul d be audited for acceptability.

5. Building and Facilities

The addition of any new drug to a production environnent
must be carefully evaluated as to its inpact on other
products al ready under production and changes that wll be
necessary to the building and facility. Construction of
new wal | s, installation of new equi pnent, and ot her
significant changes nmust be evaluated for their inpact on
the overall conpliance with GW requirenents. For

exanpl e, new products, such as cephal osporins, would
require that the firmdenonstrate through appropriate
separation and controls that cross-contam nati on can not
occur with regard to other products being nmade in the sanme
facility. Also, facilities that may al ready be operating
at full capacity may not have adequate space for

addi ti onal products.

6. Equi pnent
New products, particularly potent drug products, can
present cleaning problens in existing equi prent.
Manuf acturers mnmust validate their cleaning processes for
t he new drug/ dosage form

7. Packagi ng and Labeling Controls

| f warranted, packaging and | abeling control procedures
are to be evaluated. Poor |abel control and
accountability for other products nay have an adverse
inpact on the firms ability to assure that the new drug
w |l always be properly | abel ed.
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Revi ew t he | abel and packaging controls, taking into
account past |abel m xups and recalls.

C. Inspection Schedul i ng

The scheduling of inspections is left to the discretion of
the District within any assigned tinme franes. This includes
schedul i ng of inspections for which the district has received
speci fic headquarters assignnents. Every reasonable effort
shoul d be nade, however, to conduct pre-approval inspections
at the earliest possible opportunity, since unnecessary

del ays are not supportive of the Agency's responsibilities to
provide tinmely review of NDAs and ANDAs. Were no CDER
assignment has issued, Districts are urged to coordinate with
CDER revi ew ng of fi ces when pl anning i nspections to pronote
efficiency in the Agency's operations.

Such scheduling applies to biobatch facilities (if the

bi obatch is not required to be manufactured in production
facilities) and production facilities, both of which nmust be
covered with respect to conformance with CGAWPs.

Districts may contact manufacturers to determ ne the

readi ness of facilities for inspections. |In sonme cases
facilities or the devel opnent of manufacturing processes my
not have been conpleted. 1In addition, there may have been

changes in the status of an application, e.g., nmgjor
application deficiencies or the deletion of an ancillary
facility, that will affect the need for an inspection.

D. New Facility Revi ews

For the inspection of major new facilities involving many
applications, special coordination efforts are often
beneficial. Field Managenent Directive No. 135 "Pre-

Oper ati onal Reviews of Manufacturing Facilities,” provides
guidance in this area. Meetings or pre-operational

i nspections may be schedul ed when such activities wll
contribute to the overall efficiency and effectiveness of the
CGWP eval uation process.

E. Surveill ance

Districts should be alert to the use of unapproved facilities
or unapproved drug substance manufacturers during these

i nspections. If unapproved facilities are in use, they should
be reported imediately to HFD-320. |nspections of these
facilities are not required unless an assignnent has been
recei ved from headquarters.
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F. Application Audit

An audit of the drug application is essential to determ ne
that commtnents by the firmin the application are reflected
in actual practice. An exam nation of application
information is also inportant in preparing for inspections of
firms or processes with which the investigator is unfamliar.

A third (field) copy of pertinent application information is
now required at the time of application filing for use in
maki ng audits. The applicant is required to submt the third
copy directly to the applicant's honme FDA district office
(Foreign firnms are required to submt the third copy to
headquarters). The field copy of the application includes a
copy of the manufacturing and controls section of the
application, and information relating to batches used to
conduct any bi oequi val ence, bioavailability and stability
studi es. Because trade secret or other confidential
information is included in these copies, it is essential that
the information be carefully protected to prevent its rel ease
to the public.

G Sanple Collection

Thi s conpliance program covers the collection of sanples of
t he bi obatches for forensic analysis. Such sanples of

bi obatches will be collected at both the applicant and the
bi otest facility in association with each drug application
where an in-vivo or in-vitro study has been submtted to FDA
to denonstrate bioequivalence. In addition, the program
requires the collection of two sanples of the innovator
product to which the ANDA biobatch is conpared. To rule out
substitution or other manipul ati ons, one of the sanples nust
be collected at the biotest facility and the other fromthe
i nnovat or .

The above sanpl es nmust al ways be col |l ected even where adverse
i nspectional findings result in district reconmendations to
wi t hhol d application approvals. Instructions for collection
of forensic sanples at the applicant, the innovator, and
biotest facilities are included in the subsections under the
"Forensi c Sanpl es" section which foll ows.

The program al so covers the collection of nmethod validation
sanpl es for NDA products to confirmthat applicants' proposed
anal ytical nethods are suitable for regul atory purposes.
Simlar coverage extends to ANDA and AADA products where non-
conpendi al nethods are proposed. The headquarters review
chem st will issue an assignnment for collection of nethods
val i dation sanples for NDAs and ANDAs, and the Ofice of

TRANMITTALNO  [09/2003] (Part 111 — 14 pages)
FORM FDA 2438, (electronic-02/2003) Page 18 of 46



PROGRAM | 7346.832

Compliance wll informthe district to collect such sanples
for AADAs. (See instructions under "Method Validation
Sanpl es", bel ow).

For ANDA and AADA products for which conpendi al test nethods
are proposed, sanples wll be collected for nethod
verification purposes to ensure that the product as
conpounded can be assayed satisfactorily with the conpendi al
met hod. Such anal ytical verification is not intended to
"val i date" the conpendial (USP) nethod. Specific assignnments
will not issue from headquarters for collection of AADA and
ANDA net hods verification sanples although the Ofice of
Compliance will informthe district of the need to collect
such sanples (See instructions under "Method Validation
Sanpl es", bel ow).

When possi bl e, pre-approval inspections should be coordinated
with the | aboratory that is scheduled to performthe nethod
validation so that they can participate in the inspection and
in the collection of sanples. Method validation sanples are
to be collected under this programon both foreign and
donesti c i nspections.

I n nost cases, the home district is responsible for pre-
approval sanple collections. Such sanples are collected at
facilities in its area or through requests to other districts
if sanples are | ocated el sewhere. However, headquarters is
responsi ble for arranging sanple collections in foreign
countries. Therefore, districts should notify |ITOB, HFD 324,
and the assigned | aboratory that sanples need to be collected
at the foreign firm Foreign inspection staff will collect
such sanples in association with pre-approval inspections

whi ch they conduct. In countries with which FDA has

bil ateral inspection agreenents (Canada, Sweden and
Switzerland), the health authorities in those countries wll
collect or coordinate with HFD 320 for collection of all such
sanpl es.

The chart included as ATTACHVENT A summari zes pre-approval
sanpling operations, and the follow ng narrative provi des
nore detailed information.

Sanpl e Definitions

Val i dation Sanple- This is a single sanple consisting of the
product collected fromthe biobatch that is to be nethod
tested in accordance with NDA, AADA, ANDA or USP
specifications. It must be collected by FDA, not prepared
and packaged by the firmfor pick-up, and not forwarded to
FDA by the firm In sone cases this nmay be a split sanple
going to two | aboratories. In NO case should it be
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interm xed with subs that are properly part of the forensic
sanple. Report such sanple collections under PAC 46832
(NDAs) or 52832 ( AADA/ ANDAS) .

Forensic Sanple- This is a single sanple collected fromthe
manuf acturer, and it includes a sanple of the finished dosage
form (bi obatch), a sanple of the biotest portion sent to the
bi otest |ab, a sanple of the innovator's sanple sent to the
bi ot est | ab, sanples of excipients, and supporting
docunentation. The biotest portion and the innovator's
portion, collected at the applicant firm are part of the
forensic sanple and not "biotest"™ or "innovator" sanples.
Report such sanple collections under PAC 46832B ( NDAs) or
52832B ( AADA/ ANDAS) .

Bi otest Sanple- This is a single sanple that is collected at
the contract biotesting |aboratory consisting of the biobatch
and i nnovator's product. Report such sanple collections
under PAC 52832C ( AADA/ ANDAs only).

| nnovat or Sanple- This is a single sanple that is an

aut hentic sanple collected by FDA fromthe innovator firm
Report such sanple coll ections under PAC 52832C.

CGeneral Sanpling and C R Preparation Instructions

To the extent possible, use only one sanple nunber for the
val i dation/verification sanple and one sanple nunber for the
forensic sanple. Such nunbers al so should be cross-
referenced. Carefully follow the PAC reporting instructions
under the sections which provide detailed sanpling

i nstructions bel ow.

Col | ect bul k substances (active ingredients, standards,
impurities, excipients) in opaque, non-reactive containers,
such as amnber glass bottles, but not in Wirl-pak or other
types of plastic bags. Al so, Material Safety Data Sheets are
requi red by OSHA under the Federal OSHA Hazard Commruni cati on
Standard (29 CFR 1910.1200) for all hazardous chem cals, and
shoul d be obtained for any new or unusual chenical conpounds
that are collected. |In their absence, ask the firmto
provi de any safety or handling information that woul d be
important to | aboratory handling of these naterials, and

i nclude such information under "Remarks" on the CR

Det ermi ne whet her all equi pment and supplies that are
required for the tests are conmercially available. |f not,
| oan arrangenents nay have to be nmade. The anal yst nmenber of
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the inspection teamnay assist in nmaking this determ nation.

| ncl ude both the docunentation and the sanple material under
seal in a single sanple package. Avoid, where possible,
using nore than one collection report for each assignnent,
i.e., each forensic sanple, each validation sanple, each
biotest facility sanple, etc. Attach the FDA-525, containing
the original collection report (or a good copy), to the
out si de of the sanple package.

METHOD VALI DATI ON SAMPLES

1. NDA - These sanples will be coll ected upon receipt by the
home district of the Method Validation forns FDA 2871 and
2871A (and M/ package). These forns are issued by the
reviewi ng chem st when satisfied that adequate anal yti cal
i nformati on has been submtted by the applicant. They
i nclude information about the itens and quantities to be
coll ected and request the assignnent of field testing
| aboratories and CDER validating | aboratories. The
| aboratories will be identified in the assignnent, and two
validation sanples normally are collected for NDAs.

Laboratory policies and procedures for validating anal ytical
met hods, submtted to COER with NDA's, is available in Staff
Manual Cui de 4831. 3- Validation of NDA Anal ytical Methods.

2. ANDA - Sanples for applications specifying non-conpendi al
met hods will be collected as for NDA's above. \Were nethods
are conpendi al (USP), sanples for nethods verification, as
di scussed below, will not be specifically requested by the
O fice of Generic Drugs. These sanples are collected on the
initiative of the honme district in association with the
assi gned pre-approval inspections (or the request for
evaluation if a pre-approval inspection is not assigned).

3. AADA - Sanples will be collected after the receipt of a
request fromthe Ofice of Conpliance. As part of the request
for inspection, the Ofice of Generic Drugs wll indicate in
the "comments" section of the Establishnent Eval uation
Request (EER) that sanples are to be picked up for nethods
validation or nmethods verification. The Ofice of Conpliance
will then informthe appropriate District. Al nmethods
(compendi al and non-conpendial) will be handled in this
manner .

Where sanples are |located at a site outside the district, the
home district will request their collection by the appropriate
district. Sanples should be submtted to the appropriate

| aboratory as indicated in Part IV (NDA's and ANDA's) or to the
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Di vi sion of Research and Testing (AADA's) unl ess otherw se
assigned. Consult with the validating |aboratory on appropriate
sanpl e sizes for dosage fornms not |isted below. The m ninmum
sanpl e size consists of enough material to conduct all required
tests at least three tines. Do not overl ook m crobi ol ogi cal
testing when it is part of the application. The follow ng are
the requested sanple sizes to be collected for each specific
dosage form

Sanpl e Si zes:

Tabl ets and Capsules - 300 units

I nj ections, Single-dose - 100 units

I njections, Miulti-dose - 10 units

Oral Liquids - 36 ounces

Oral Powders for reconstitution - 10 units

Met er ed- dose | nhal ati on Aerosols - 40 canisters

I nhal ati on Sol uti ons and Powders - 40 vials
Transdernmal s - 50 patches

Suppositories - 50 suppositories

LVP's - 20 units (60 additional, if sterility testing is
to be perfornmed)

Topical, Ophthalmc and OGic Products - 40 units (60
additional, if sterility testing is to be perforned)
Drug Substance - 10 x 300 ny.

Col | ect any non-conpendi al reference standards, including
inmpurity and rel ated conpound standards, that are needed to
test the sanples. A non-conpendial reference standard is one
that is not available from USP

Met hods validation will be conducted where non-conpendi al

anal ytical nethods are included in the application. Mthods
verification may be conducted where the nethods are
conpendial (USP). The latter will confirm whether the
product as conpounded can be anal yzed satisfactorily with the
USP nmet hod and is not intended to "validate" the USP

anal yti cal nethod.

Sanples are to be collected for nethods validation or
verification for each application even if there is no
requi renent to establish bioequival ence with the

i nnovat or/ reference product through in vivo or in-vitro
studies, (e.g., oral solutions, injections). \Were

bi ostudi es are required and have been submtted to the
application, nethod validation/verification sanples shoul d
represent the sane batches used in such studies. Ildeally,
sanpl es collected for nethod validation or nethod
verification should be within expiration date. If the

bi obatch i s beyond expiration date, an attenpt should be nmade
to collect a nore recent pre-approval batch within
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expiration, if available. If unavailable, the out-of-
expiration bio-batch woul d be acceptable for such studies.

Each sanple collected for nmethod validation or verification
under this program should be flagged: "Method
Val i dation/Verification NDA/ ANDA/ AADA (application

nunber of the product sanpled). Use PAC 46832 for NDA or PAC
52832 for AADA/ ANDA sanpl e reporting.

FORENSI C SAMPLES

1. NDA - Sanples of the clinical production batch should be
col |l ected during pre-approval inspections. The followi ng are
the requested sanple sizes to be collected for each specific
dosage form

Sanpl e Si zes:

Fi ni shed Dosage Form - 50 units'

| nactive Ingredients - 40 grans

Capsul e Shells - 100 units

Col ors and Dyes - 400 ny

Active Ingredients - 20 grams'

I npurity and rel ated compounds - 50 ng'’

"These sanpl es should be fromthe batch(es) used to establish
the bioavailability of the product. WMre than one batch
shoul d be sanpled if the formul ati on/ process for the batch
used in pivotal clinical safety and efficacy studies is
revised and the revised product is the subject of additional
bi ost udi es.

™ f the sanple size is inappropriate, check with the
desi gnated | aboratory for instructions.

The firm may no | onger have the inactives used to nake the

bi obatch. If they are not avail able, collect other sanples
of the sanme inactives and indicate this on the collection
report.

In addition, collect:

- a copy of the preapproval batch record;

- certificates of analysis (if applicable) received by the
firmfromsuppliers for the specific batches of each
active and inactive ingredient collected; and

- reports prepared by the firmof any tests perfornmed by
them on the batches of active ingredients collected. These
reports shoul d i nclude nethods, spectra, chronatograns and
ot her charts.
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All of the above should be coll ected under a single sanple
nunber whenever possible.

These sanpl es and records should be forwarded to either the
Phi | adel phia District Laboratory (for applicants in MA and SE
Regi ons) or the Northeast Regional Laboratory (for applicants
in all other regions) according to the |ocation of the
appl i cant.

2. ANDA - These sanpl es should be collected during the pre-
approval inspection when nethod validation or verification
sanples are collected. Collect the sane | ot nunber of the
i nnovat or and applicant product used in the biotesting as
well as the sanme | ot nunber of the ingredients used in the
bi obatch, if available. To rule out substitution or other
mani pul ati ons, the innovator product nmust be collected from
the innovator (and biotest facility) and not fromthe
applicant. Wen the sane | ot nunber is no Tonger avail able
at the innovator, collect a sanple of the batch nearest in
production time to the batch submtted to the biotest
| abor at ory.

Appl i cant Sanpl es
Sanpl e Si zes:

Fi ni shed Dosage ForniInnovator - 20 units'
Fi ni shed Dosage Form Applicant - 20 units''
| nactive Ingredients - 40 grans

Capsul e Shells - 100 units

Col ors and Dyes - 400 ng''"

Actives - 20 grams''t

Tbtain the | ot nunber of the innovator product, and coll ect
no |l ess than six dosage units at the innovator firm |If the
innovator is located in another district, use the neno format
i ncluded as Attachnent D to request such sanple collections.
Al so submt a signed copy of the batch record showi ng the
batch fornul ati on and date of production.

"Thi s sanple should be collected fromthe retention sanple of
the applicant's product that was submtted to the
bi oequi val ency testing | aboratory.

" f the sanple size is inappropriate, check with the
designated | aboratory for instructions.
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| f special equipnment or supplies were collected with the
met hod val idation sanples, list this on the forensic
collection report and indicate which |aboratory received
met hod val i dati on sanpl e.

In addition, collect:

- a copy of the preapproval batch record;

- a conplete copy of approved testing nethod if other than
USP(if USP, identify the edition and supplenent, if
applicable, for the test nethod used by the firm e.g.,
USP XXI'I, First Suppl enent);

- certificates of analysis received by the firmfrom
suppliers for the specific batches of each active and

i nactive ingredients coll ected,

- reports prepared by the firmof any tests perfornmed by
them on the batches of active and inactive ingredients
coll ected. These reports should include nethods, spectra,
chromat ograns, and ot her charts.

- analytical reports of the applicant's analysis of the
lots of their product and the correspondi ng i nnovator
product submtted to the private |aboratory for

bi oequi val ency testing; and

- a copy of reports received by the applicant fromall

bi oequi val ence |l aboratories for all in-vitro tests
performed on the product covered by the ANDA. Ensure that
t he nane and address of the biotest lab is included.

All of the above should be coll ected under a single sanple
nunber whenever possible.

In sone cases, particularly for NDA products, clinical/biobatches
may be beyond expiration date at the tinme of sanpling. This is
associated wth the sonetinmes | engthy devel opnent and application
approval tines and does not preclude sanpling for forensic

pur poses.

These sanpl es and records should be forwarded to either the

Phi | adel phia District Laboratory (for applicants in MA and SE
Regi ons) or the Northeast Regional Laboratory (for applicants in
ot her regions).

Each sanple collected for forensic analysis under this program

shoul d be flagged: "Applicant Forensic-

NDA/ ANDA/ AADA "(application nunber of the product sanpled).
Use PAC 46832B (NDAs) or PAC 52832B ( ANDAs/ AADAS) .

Not e: The innovator product, collected at the innovator firm

shoul d be reported under PAC 52832C.

TRANMITTALNO  [09/2003] (Part 111 — 14 pages)
FORM FDA 2438, (electronic-02/2003) Page 25 of 46



PROGRAM | 7346.832

Bi otest Facility Sanpl es

This programdirects the collection, at the biotest facility, of
i nnovat or and applicant products used by the biotest facility in
det erm ni ng bi oequi val ence. These sanples will be tested and
conpared to the biobatch and i nnovator batches coll ected as

di rected above under "Applicant Sanples” to rule out product
substitution or other manipulations. The honme district wll
col l ect such sanples at biotest facilities within its own area.
Wen the biotest facility is |located outside the district,
sanpling assignnments will be sent to the appropriate district
(See Attachnment E for the nmeno to use to assign such sanple

col | ections).

Sanples at biotest facilities will be collected for each
application when in-vivo or in-vitro bioequival ence studi es have
been conducted. Although such sanples should be collected
pronptly, they need not be collected individually in association
w th each pre-approval inspection or evaluation. D stricts my
"bat ch" such sanple collections or conbine sanpling with other

i nspectional coverage of biotest facilities as |long as the period
for such batching does not exceed two nonths. However, use only
one sanpl e nunber for each ANDA.

These sanples, including the conplete CR and all attachnents,
shoul d be forwarded to either the Philadel phia D strict
Laboratory (for applicants in MA and SE Regions) or the Northeast
Regi onal Laboratory (for applicants in other regions). In Item
21 on the R, record the anmount of reserve of the biobatch
Identify the biotest sanples with the manufacturer's batch
nunber, date of receipt by the biotest [ab, and any
identification nunber assigned by the biotest |aboratory.

I ncl ude a copy of the laboratory's summary report that references
t hese nunbers and presents conparison data. The sanples should
each consi st of 20 dosage units, but no | ess than 6, of the

i nnovat or and appl i cant products.

Each biotest facility sanple collected for forensic anal ysis
under this programshould be flagged: "Biotest Forensic- ANDA

" (application nunber of the product sanpled). Use
PAC 52832C for reporting sanpling of biobatch and innovat or
products at biotest facilities and also for sanpling of innovator
product at the innovator firm

TRANMITTALNO  [09/2003] (Part 111 — 14 pages)
FORM FDA 2438, (electronic-02/2003) Page 26 of 46



PROGRAM | 7346.832

H Regional/District Recomendati ons

In those cases where CDER does not specifically assign a
pre-approval inspection, districts will be requested to
concur in approval, or to report information that would
warrant delay of approval, such as the foll ow ng:

1. An inspection of the subject establishnment is underway,
covering processes applicable to the product in question;

2. New information exists, such as an inspection, significant
conplaint or recall involving a health hazard, which casts
doubt on the firms ability to manufacture the product in
gquestion in conpliance with GVvP and NDA/ ANDA requirenents;
or

3. Notwithstanding a |lack of recent violations, the District
bel i eves that a special pre-approval inspection should be
conducted to assure that the firm can manufacture products
in conpliance with GvW and NDA/ ANDA requirenents and to
assure that conmtnments listed in the application have
been net.

Districts wll reply to CDER s notifications within 10 cal endar
days (wth an information copy to MPQAS) with sufficient
information to docunent the basis for delaying or wthhol ding
approval, if delay or wwthholding is recommended. A reply is
required for each separate notification, and replies are expected
to reflect concurrence by the District D rector.

A Cl/Potential OAl notification should be submtted to MPQAS
HFC- 240, whenever an ongoi ng inspection finds CAGW deficiencies
that pertain to marketed product.

In all of the cases, nethod validation, verification, and
forensi c sanpl es shoul d al ways be collected. The 10-day response
should include a listing of all pre-approval sanples coll ected,

or if not collected, reasons for such non-collection. A copy of
each response should be sent to both HFD- 324 and the assi gned
anal yzing | aboratories. This sanple collection is inportant since
the testing of the NDA/ ANDA product may further support the
district's recomendation to delay or w thhold application
approval .

TRANMITTALNO  [09/2003] (Part 111 — 14 pages)
FORM FDA 2438, (electronic-02/2003) Page 27 of 46



PROGRAM | 7346.832

PART |V - ANALYTI CAL

Two maj or types of anal yses are conducted under this program

One invol ves testing sanples of the biobatch/clinical batch for
forensi c purposes, including fingerprinting. The other involves
anal ysis of nethod validation/verification sanples to ensure, for
regul atory purposes, that products can be tested adequately with

met hods proposed in drug applications. See Part I1l, Section G
for further information.
Al field | aboratory pre-approval assay work will be conducted by
the foll ow ng designated | aboratories:
HOVE DI STRI CT of APPLI CANT LAB
Atlanta, Nashville, Ol ando SRL
New Ol eans NOL
Bost on, Buffalo VEAC
New Yor k NRL
Bal ti nore BLT
Ci nci nnat i CI'N
Newar k, Phi | adel phi a PH
San Juan SIN
Chi cago, M nneapolis, Detroit DET
Dal | as ( ANDAs only),
Kansas City (ANDAs only) DAL
Dal | as (NDAs only), and
Kansas City (NDAs only) DEN
Denver DEN

Los Angel es, San Franci sco, Seattle SEA
Forei gn (Except Canada, Sweden, Switzerland) NRL ™

"Unl ess Ot herwi se Assigned (Were the foreign firmhas a
related U S. site, the servicing lab for the U S. site may
be assi gned)

Headquarters | aboratory work will be handl ed by the D vision of
Drug Anal ysis (HFH 300).

AADA | aboratory evaluation work will be handl ed by the Division
of Research and Testing (HFD 470).

Division of Drug Analysis (DDA) will be the designated | aboratory
for all pre-approval sanples frombilateral inspection agreenent
countries (MOUs with Canada, Sweden, Switzerland). This includes
both forensic and net hods validation/verification work involving
dosage forns, drug substances and excipients. An exception to
this policy will be for antibiotic drug products, where the

nmet hods validation/verification will be perfornmed by the D vision
of Research and Testing (HFD-470). Forensic anal ysis of
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antibiotics will be performed by DDA

A.  Forensic Analysis

The Northeast Regi onal and Phil adel phia District Laboratories
w Il be responsible for nost biobatch sanpl e anal yses under

t his program usi ng net hods such as FTIR to produce
"fingerprints" for conparison with marketed products. An
exception to this policy includes sanples fromcountries with
whi ch the agency has bilateral agreenents; these sanples wll
be anal yzed by DDA

For each product that consists of a solid dosage form

(tabl ets or capsules), and each dosage | evel, under a given
NDA or ANDA, the laboratory will initially prepare a Physi cal
Description Report and make col or photographs. The
phot ogr aphs shoul d show top, side, and end views, bottom
views if there are distinctive markings, and a picture of the
broken surfaces of a tablet or the contents of a capsule. In
order to docunent standard photographic conditions, include
in all photographs the Pantone col or guide that matches the
outer surface of the tablet or capsule. These photographs

will be filed for later use in conparisons with innovator
product or with | ater batches of the applicant firms
pr oduct .

The results of forensic analyses will also be utilized for
conpari son with the post-approval sanples collected under the
Post - Approval Audit Conpliance Program (CP 7346. 843).

B. Methods Validation

Detail ed instructions about assigning, conducting, and
reporting nethods validation work is contained in Staff
Manual GCuide 4831.3. This guide should be consulted for
detail s about proper procedures for validating NDA anal yti cal
met hods. I n general, the follow ng procedures apply:

1. Wien an application is ready for anal ytical nethods
validation, the reviewing chem st within the appropriate
Division of the Ofice of Drug Evaluation (NDAs) or the
Ofice of Generic Drugs (ANDAs) will send an assignnent to
the hone district office notifying themof the need to
conduct the nethods validation. Such assignnments wll
i nclude the validation package submtted by the applicant.

Copies of the requests for validation will be sent to the
ORA/ORO' Di vision of Field Science (HFC140). The field

i nvestigator/chem st then will collect sanples of the

bat ches for assay and nethods validation testing and
verify that the nmethods used by the firmare the sane as
those filed in the application.
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2. Upon receipt of the notification to conduct a nethods
validation, the district will pronptly collect appropriate
sanpl es of the biobatch/clinical production batch for
met hod validation, verify that the nmethods used by the
firmare the same as those filed in the application, and
forward sanples to the appropriate assigned | aboratories.

3. If the assigned field | aboratory will be unable to
conpl ete the nmethods validation and other assays within 45
days, the | aboratory should contact the Division of Field
Sci ence for assistance in assigning the work to anot her
| aboratory. The honme district is responsible for
coll ection of sanples and for shipnent of the sanples to
the testing | aboratories.

4. Methods are to be run as described in the application. A
45 day period will normally be allowed for nethods
validation and the clock wll start when the | aboratories
have received all the necessary sanples, information, and
equi pnent .

5. If a laboratory encounters problens in the nethodol ogy
that require additional information fromthe applicant,
the | aboratory director will review and approve the need
to contact the applicant for the information. The
information will be requested in witing or confirmed in
witing, if requested by tel ephone, and this witten
request will be included in the docunentation submtted to
the revi ew chem st.

6. The | aboratory will not advise the applicant of the final
conclusion wth respect to nethods validation, but may
tell themwhen a study is conpleted and submtted to
headquarters.

7. Wiile validation is in progress, validating
| aboratories are not to communicate with each ot her
regarding test results or observations that may bias
recommendati ons. However, purely technical or
anal yti cal problens may be di scussed w thout revealing
results. The review chem st and DFS are to be kept
informed of all such comrunications. Any such
comruni cati on shoul d be docunented by nmenbo with copies
provided to the review chem st and DFS.

8. When each | aboratory has conpleted its portion of the
met hods validation, a final report should be conpil ed.
Headquarters and field |l aboratory reports will be
forwarded directly to the review chem st by the
Laboratory Director with a copy to the appropriate
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District Drector.

9. Each validation report will contain the foll ow ng
i nformation:

(a) ldentification of the application and test sanples
recei ved and description of the product tested
including confirmation that it conplies with the
product described in the application.

Use Attachnment C to describe the product undergoi ng
testing. Submt the conpleted Attachnment C formwth
the worksheets to the review chem st. Send a copy of
the Attachnment C, collection report, and a copy of the
Revi ew Chem st's request nmeno to the |aboratory who is
perform ng the forensic anal ysis.

(b) Oiginal worksheets with cal culations, results,
coments by the analyst(s), associated spectra,
chromat ograns, etc. that include results of all tests
performed and conparison of results obtained with the
applicant's data and with the applicable
speci fications.

(c) An evaluation of each test provided by the firm and
performed by the | aboratory, acconpani ed by the
original signed form FDA-2871

(d) A reconmmendation as to whether the nethods are
accept abl e, acceptable after specified changes are
made, or not acceptabl e.

Note: |If the product is found to be conpounded
In such a way that it cannot accurately be

anal yzed by applicable USP net hods, the product
is not in conpliance with the FD&C Act.

10. The O fice of Generic Drugs or the Ofice of New Drug
Eval uation is responsible for all correspondence with the
appl i cant including approval/di sapproval of nethods. The
review chemst will forward a copy of the letter of
approval acconpani ed by any approved NDA or ANDA net hod
nodi fications to the | aboratories that conducted the
met hods validation. Copies of all disapproval letters,
subsequent |y approved changes, and simlar correspondence
with the firmwll also be sent to the | aboratories.

11. The | aboratory responsible for the evaluation of nethods
in agiven firms NDA or ANDA application is required to
mai ntain an orderly sanple and data storage systemthat
conpl etely docunents the materials received, as well as
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reserve sanples, related to the application eval uation and
t he pre-approval inspection of the firm This file wll
be up-dated with CDER approved changes after the initial

approval. Al related witten material and sanples w |
be avail able to CDER and the hone district on short
noti ce.

The reserve sanpl es, associ ated docunentati on and
copies of the FDA | aboratory reports will be stored in
an orderly and retrievable systemfor a mnimmof five
years.
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PART V — FOLLOWM UP: REGULATORY/ ADM NI STRATI VE STRATEGY

1. CENERAL

The plant should be in substantial conpliance with GwW
regul ati ons and shoul d have the necessary facilities and

equi pnent in place to manufacture the specific product in the
pendi ng application. D strict Directors should recommend

wi t hhol di ng approval until these conditions are net.

The district should recomrend w t hhol di ng approval when there
are significant deviations from GW regul ati ons or ot her
application commtnents that may adversely inpact on the
products(s) covered by the pending applications. Sone
significant problens include, but are not limted to:

Application m srepresents data or conditions relating to
pre- approval batches

There are ot her inconsistencies and/or discrepancies
rai sing significant questions about the validity of
records

Pre-approval batches are not made in accordance with GWs

There is a failure to report adverse findings or test data
w t hout adequate justification

Districts are encouraged to di scuss GW and ot her probl ens
having a direct bearing on the district's recommendation for
NDA/ ANDA approval and to obtain the firms response to the
di scussion follow ng preparation and issuance of the FDA-483.

| f applications are w thheld because of significant CAGW non-
conpliance, and the GV deficiencies also apply to
comerci al | y-mar ket ed products, then action nust be taken to
assure that the deficiencies are corrected.

Refer to the Regul atory Procedures Manual for consideration
of actions that may be indicat ed.

The district director is expected to send a letter advising
the plant officials (or the sponsor when appropriate) that
the district has recomended w t hhol di ng approval of the
application and shall state the reasons for this
recommendation. This letter nust be issued quickly and
shoul d be issued at the sanme tinme the district infornms the
Center of its recommendation to wi thhold approval. This
letter shall not be titled "Warning Letter" unless the
docunented conditions affect an approved and narket ed
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product (s) and neets the requirenents for a Warning Letter
listed in the RPM

No application should be recomended for approval if the
applicant is found in a state of non-conpliance with the CGQWw
regul ations that may adversely inpact on the product(s)
covered by the pending applications until satisfactory
correction is made. However, insignificant deviations should
not result in a recomendation to w thhold approval of
appl i cations.

2. PROCESS VALI DATI ON

Districts nmust not recommend wi t hhol di ng approval of
applications based on | ack of conplete full scale, multiple
batch process validation.

Al t hough the agency does not require the manufacturer to
fully validate the manufacturing process and control
procedures of the commercial batch production prior to
approval, the Center reviewng offices will require that
certain data be filed to denonstrate that a plant's
sterilization and aseptic fill process has been qualified.
These filing issues are under the control of the Center's
review ng divisions. Mnufacturers' questions about these
filings should be directed to the review ng division and
shoul d not be discussed by the inspection team

Since conpl ete process validation is not required prior to
approval, the field is not required to audit conplete process
validation for sterile and non sterile processes until the
application has been approved. However, if the plant has

al ready validated the process prior to the pre-approval

i nspection, the validation should be eval uated during the
pre-approval inspection. The inspection team should |ist
deficiencies in the validation process on the FDA-483 and
advise the plant official that conplete validation nust be
conpleted prior to shipnent.

Do not recommend wi t hhol di ng approval based solely on
absent/inconpl ete process validation, unless available data
are of questionable validity.

Sponsors must be able to justify filed specifications with
scientific data. |In other words, the sponsor should have
conducted sufficient research on the test batches to

establish specifications for the manufacturing and contr ol
procedures listed in the application. These data formthe
basis for the review and eval uation of the application and
t hese specifications formthe basis of the validation
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prot ocol which may be devel oped follow ng the approval of the
application. The final step in the product devel opnent
process is validation that the process wll perform
consistently. Conpanies are expected to validate the process
using the specifications listed in the filing.

Process validation requirenents for the manufacture of bul k
phar maceuti cal chem cals (BPCs) differ somewhat fromthose

i nvol vi ng dosage forns. The CGuide to Inspection of BPCs
issued in 1991 states that BPC nmanufacturers are expected to
adequately determ ne and docunent that significant
manuf act uri ng processes performconsistently. The type of
BPC, the range of specifications and other factors determ ne
the extent of the process devel opnment and docunentati on
required. The docunentation systemrequired for early
process steps nust provide a chain of docunentation, and
while it need not be as conprehensive as in the |ater parts
of the process, the manufacturer is required to identify and
control the key steps in the process.

Many BPC manufacturers have recently initiated validation
prograns and we recognize that not all BPCs can be validated
si mul t aneously. Therefore, we do not anticipate taking |egal
action where a firmhas an adequate programin place,

i ncl udi ng reasonable m | estones. Regulatory action should be
recommended where there is a |ack of validation and evi dence
of a significant nunber of failed batches.

District offices are responsible for the inplenentation and
managenent of a programto assure that manufacturing
processes and | aboratory control procedures have been
validated prior to the shipnent of recently approved dosage
formdrugs. No assignnments will issue fromCDER Districts
may recommend sei zure of a drug product shipped prior to
substantial conpliance with validation requirenents.
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PART VI - REFERENCES, ATTACHMVENTS, AND PROGRAM CONTACTS

Ref er ences

A

Code of Federal Regulations, Title 21

Part 210 and 211, Drugs: Current Good Manufacturing
Practice

Part 310, New Drugs

Part 314, New Drug Applications

Part 429, Drugs Conposed Wholly or Partly of Insulin

Part 431, Certification of Antibiotics

Code of Federal Regulations, Title 29

Part 1910, OSHA Hazard Communi cati ons St andards
CP 7356.002 - Drug Process Inspections

CP 7346. 843 - Post Approval Audits

CP 7348.001 - In-vivo Bioequival ence I nspections

Uni ted States Pharnmacopeia, Current Revision, and
suppl enent s.

Gui deline on Preparation of Investigational New Drug
Products, March 1991.

Qui de to Inspection of Bul k Pharmaceutical Chem cal
Manuf acturers, Septenber 1991.

Gui deline on CGeneral Principles of Process Validation, My
1987.

Guide to Inspection of Pharmaceutical Quality Control
Laboratories, July 1993.

GQui de to Inspection of M crobiological Pharmaceutical Quality
Control Laboratories, July 1993.

Guide to Inspection of Validation of Cleaning Processes, July
1993.

Qui de to Inspection of Lyophilization of Parenterals, July
1993.

Quide to Inspection of H gh Purity Water Systens, July 1993.
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M Quide to Inspection of Foreign Pharmaceutical Manufacturing
Pl ants, Septenber 1993.

N. GAMQAP Manual, Profile System Chapter 15.
O. Regul atory Procedures Manual, Chapters 7 and 8.

P. Staff Manual Guide 4831.3, Validation of NDA Anal yti cal
Met hods.

ATTACHVENTS
Attachnment A - Pre-approval Sanples
Attachnment B - List of Narrow Therapeutic-Range Drugs
Attachnment C - Characterization of Dosage Forns
Attachnment D - Innovator Sanple Request Form
Attachnent E - Biotest Facility Request Form
CONTACTS

A. Center for Drug Eval uati on and Research

Labor atori es:

Di vision of Drug Anal ysis (HFH 300)
Drug Monitoring Branch
1114 Market Street
St. Louis, MO 63101
Thomas P. Layl of f, Jr.
Tel ephone : 314-539-2134

Di vision of Research and Testing
Antim crobial Drugs Branch
200 C Street SW
Washi ngton, D.C. 20204
Joseph H Graham Ph.D.
Tel ephone: 202-205-4133

New Drug Applications:

Contact O fice for NDAs (CGeneral)

Docunent Managenent & Reporting Branch (HFD- 53)
Anna M Mers

Tel ephone: 301-443-4320

Pilot Drug Evaluation Staff (HFD-7)
Tel ephone: 301-443-4250
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O fice of Drug Evaluation | (HFD 100)
Tel ephone: 301-443-4330

O fice of Drug Evaluation Il (HFD 500)
Tel ephone: 301-443- 2544

Abbr evi ated New Drug Applications:

O fice of Generic Drugs (HFD- 630)
Robert Pol | ock
Gordon Johnson (alternate)
Tel ephone: 301-594- 0315

Conpl i ance | ssues:

O fice of Conpliance
Di vi sion of Manufacturing and Product Quality
| nvesti gati ons and Conpli ance Eval uati on Branch,
(HFD- 324)
Mar k Lynch
Tel ephone: 301-594- 0098

Bi oequi val ence Study | ssues:

O fice of Conpliance

Di vision of Scientific Investigations (HFD 340)
Mary Ri chardson

Tel ephone: 301-594- 0020

B. Center for Biologics Evaluation and Research

Di vision of Inspections and Surveill ance

Bi ol ogi cal Product | nspections Branch (HFM 655)

Tel ephone: 301-594-1191 (specific contacts will be shown
i n individual assignnments)

C. ORA HEADQUARTERS:

Division of Field Investigations/ORO

Donesti c:
| nvestigati ons Branch (HFC 132)
Jay Allen
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Tel ephone: 301-443- 3340

For ei gn:

I nternational and Technical Operations Branch
(HFC- 135)

Peter D. Smth
Tel ephone: 301-443-1855

Di vision of Field Science/ ORO (HFC- 140)
Larry Chest nut
Tel ephone: 301-443-3320

D. ORA FIELD (Program Coordi nators):

See |OMfor a listing of NDA/ ANDA Preapproval Drug Managers,
or contact DFI for a current listing as included in the ORA
bi annual tel ephone and address directory. Atlanta D strict
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PART VII - CENTER RESPONSI BI LI TI ES

A.  The Division of Manufacturing and Product Quality wll:

1
2.

Monitor the conpliance status of the drug industry.

| ssue inspection assignnents in accordance wth CDER
Pol i cy.

Assure that Districts are notified in witing of
applications under Center review involving establishnents
in their respective areas, when a pre-approval inspection
is not specifically assigned.

Devel op and communi cate conpliance eval uations to the
appropriate reviewing division within the Center;
application deviations and CGWw deficiencies will be cited
with specificity.

Notify review ng divisions of violations associated with
i nspections or sanple anal yses so that application
approval s can be withheld as appropriate fromthese

est abl i shnent s.

B. The Ofices of Drug Evaluation and Pil ot Drug Eval uation

Staff wll:

1. Request conpliance evaluations in accordance with CDER
Pol i cy.

2. |lssue NDA nethod validation assignnments. They wll also
communi cate with | aboratory personnel as necessary to
conplete the validation process.

3. Evaluate Method Validation reports fromeach | aboratory
and informthe applicant of their concl usions.

4. Provide copies of all approval, deficiency and nonapprova
letters to appropriate field and headquarter offices.

5. Consult with District investigators and anal ysts on issues

of mutual concern.

B. The Ofice of CGeneric Drugs wll:

1. Request Conpliance Evaluations in accordance w th CDER
policy.
TRANMITTAL NO  [09/2003] Part Vi1 = 2 pages)

FORM FDA 2438, (electronic-02/2003) Page 40 of 46




PROGRAM | 7346.832

| ssue ANDA net hod val i dati on assignnents for non- USP
met hods. They will conmmunicate with | aboratory personnel,
as necessary to conplete the validation process.

Eval uate | aboratory nethod validation/verification reports
and informthe applicant of the approval /nonapproval of
t he nmet hod concl usi ons.

Provi de copies of all approval, deficiency and nonapproval
letters to appropriate field offices.

Consult wth District investigators and anal ysts on
i ssues of nutual concern.

D. The Division of Drug Analysis - St. Louis

1. Analyze sanples assigned under this program

2. Provide the Division of Manufacturing and Product Quality
with analytical results for forensic sanples anal yzed
where fraud or other discrepancies are discovered.

3. Provide the appropriate OG and ODE review units with
anal ytical results associated w th nethods
val idation/verification work.

4. Provide consultative services to headquarters and field
of fices for on-going investigations.
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ATTACHMENT A

Pre- approval Sanpl es

[ Not avail abl e el ectronically]
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Li st of Narrow Therapeuti c Range Drugs

[ Del eted due to changes in Part Il which renove this category as
one of the reasons for assigning a PAl inspection.]

*

* Cur r ent changes
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ATTACHMENT C

Characteri zati on of Dosage Fornmns

[ Not avail abl e el ectronically]
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ATTACHMENT D

| nnovat or Sanpl e Request Form

[ Not avail abl e el ectronically]
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ATTACHMENT E

Bi otest Facility Request Form

[ Not avail abl e el ectronically]
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